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Subacute Toxicity Test on Sodium Hyaluronate (SPH) in Rabbits by
Intra-articular Administration for 3 Months
and Recovery Test (1) General Findings
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A subacute toxicity test on sodium hyaluronate (SPH) was performed in 10 male and female
New Zealand White rabbits by administered into both knee joints at the dose of 2, 4 and 8 mg/
kg twice a week for 3 months. Saline was also administered as the control. Thereafter,
recovery test was followed for 1 month after drug withdrawal in the control and 8 mg/kg group
(5 animals of each sex, respectively). The intra-articular findings were as follows.

The slight decrease of red blood cell count in early treatment period was observed in the 8
mg/kg group. The increase of fat deposition in adrenal fascicular zone after 3 months of

treatment was observed in all dosage groups.
normal in 1 month after drug withdrawal.

The fat deposition in the adrenals returned to

No other toxic changes attributable to SPH were detected in the general signs, body weight,
food consumption, water consumption, body temperature, opthalmology, urinalysis, serum
biochemical analysis, gross pathology and organ weights.
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